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Potter Elvchjcm ® homogenizer 0.5N-ffiSt 3~10ml "pT? homogenize L-fc. yR&Zft 

3 H-nieotine ©ttiiUt Hug" 50ml 2.5tng/ml #Mf{£ nicotine 0.2ml 

homogenate lir.l ftil'iii&jf O.bml 4D%KtVO t 1ml. TC'ti?;); (?.!!%) 

3 ASM;*. pHO.O tl±<bLfc. -oi/'-e n-hexane 10ml fcftfct, 280-30051,'S- 30® HMl.. &&&, n- 
liexanc Jg 8ml if ‘H-nicctine ttc, nicotine ttfhfcii n-butanol iQmi ct n- 

hexane oSB-frtHCJifVii'L.. n-butanol S® Sml fcjMgfcJSb'fc:. 

4. Radioactivity OS9}£ 

Sml ir/fv-y, !?, •oi/'t- 2.5-diphenyloxazole (Packard ®0 6g, j,4-dis- 

(2-(5-phenyIoxa2olyl)3 -benzene (Packard JO 200mg if toluene 11 egjyjiL >>■$-\s~ fi — 10ml if jm 

X_'C, yi'-'-ii i — (Packard Model 3320) fC-CSlJ^Lft:. J; 

lEICi-at: cpra £ dpm i--felSl.it, ®«t: &-£Ufc£ PJC •H-nfcotine 30ng/ml~ lOOOng/ml 

© "H-nicotine 0.2ml &©*8!, homogenate, ©‘H-nicotine 

homogenate, i&trtK-lmjlX, ^fh^h^BLX^^jT.'klsiUVitlktSXft S9±1.7% homogenate -ci£ 
36il.4%-C*e>*:. 

n-Hexane nicotine ©JfifiiftKfi ag/g wet tissue t'T, ifc It;*® Koutli n- 

butanol k n-hexane dP™ ®3St n-hexane 

^Ff%iiS©3S©tjfcS:f3: Student (O t R®c: i -o ife. 
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I. #JR1M 

1. 'H-Nieotine lOOpg/kg #]»««£* s ©aSStS-tf 

StMffcft-f 5!it- ‘H-meotine Table 1 

SPlfffSOd'xtrnicotine lOOpg/l-g fW-fc-b'E#, 3fik>®i¥K, sr, 

*p«is, «»b»®afeiLi6#^iW^sv,*:. ®RSfci£Stiaftti!), sm. im ti-Ti, 

cHe.o«*etttt»£Air»“iiiF5Kafe#i. 10 1 ftp#];- 

fc. 

a) 3* $©JSi?i4M5 

StW. 1200ng/g, - KS#n 950ng/g x*4 < icHS*» 0 fc. 4, 

Tsm-^^-cA-isRes^iffi <, m mt, m, m *ji5aj!r©®-t;& 

9, *H-nicotine a®ltKfi«0» 1/3 -£*■»£. BlffiSK. *®Ke@©*Sii SS 0 

-f&iot. O.l^ig/g tttKL-C, fi Strife 5. -i fcllil'l’iftet ilfc'-ts £ 5® 

-e&&. ff, ff ; E'©$5KJIri ! i®V'iL&iFL*. $. BoffiRI Sfti 23Gng/g Jfog, ,5, jff ; 

loiili 170ng/g im-pi, fc. SfcTffiW«**tfc40(iffciS. ifeffi, £T»-ffiko fc. 
£®a#Mf?"ttE40i, fF. jaifftst nicotine M-O »H-radioflCtivity *tjgi6bilfc. 

b) m- 5“ 

5 m ffliiSTliW. **. frftfflmtrLaflJliBLfcds m^MX-ltT^X 3™ @U0ffiTLTt,'fc. 
®¥f, 4'ffi?>iaydr.*tit2>5-#<D)®t71t 3”> MClgfflftfc 0, EMffiK (SSlng/g) IHTffi# (689ng/g) *533 
KSH (505ng/g) C*4)*l ( .flM5»66iT,fc. ». 8Ml, ffi. 

tc. fl-feffi, *«. n biSA'o-fc. 

ffiic 5TO nicotine kW® ‘H-radioactivity liflccjbVtSKffc nicotine 
Sfc, Mi. jtfSic-4IK»bit7c. 

o fina-g-iflioitrBTOg* 
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ogenizc Lfc. 

nicotine 0.2ml 
. 1 , T-s-t-7&(?>>%') 

MtRllfeU 334fc&. n- 

butanol 10ml i—T n* 


ckard JJ) 6g, 1,4-dis- 
*f~v—10 ml ^.ip 

50ng/ral~ IGOOng/ml 
‘H-nicotine 10: 9'-!tt4h© 
i% homogenate +-{t 

: iZ-nw'-Oi n- 


Table 1 

■SSfcfcfKatew-J-. 
i, ftMlr&jfrix, 3 £> 
>, SfJS. K4-to 


Hk <Ri£M>->fc. 4> 

St, 

■*set± g a p 
t+^who®, 5g- 
«0ng/gm '6, FF, 

SiTi-v*:. 


lift* t>®TLXt,'fc. 
h*f£ (6B9njj/g) xm 

om m, *xiut 




Table 1- Tissue distribution of ‘H-nicotine and the other ’H-radioactivity after intravenous 


injection of 100 ;ig/kg ’H-nicotine in unanesthetized dogs. 


Tissue 


Time after injection 


3*71 

5 m 

10*“ 

30» 

60” 

f gray 
Cerebrum < 

628 ±72(8)“ 

0* 

5G5±46(15) 

15 

361 ±28(4) 

70±10(7) 

40 

35± 5(5) 

[ white 

213±29(8) 

181 ±16(15) 

190±25(4) 

49 ±12(7) 

19+ 3(5) 

Spinal cord 

252±32(7) 

0 

171±15CM) 

7 

141±20(4) 

49± 6(6) 

36 

21+ 3(4) 

Medulla 

300±32(8) 

261+24Q5) 

191 ±28(4) 

40+ 5(7) 

18+ 3(4} 

Pons 

297±39(8) 

234+20(15) 

11 

379 ±30(15) 

188±25(4) 

40± 4(6) 

40 

18+ 2(4) 

Cerebellum 

487 ±61(8) 

265±21(4) 

53± 8(7) 

42 

27+ 5(4) 

Thalamus 

541±51(7) 

388 ±36(15) 

285+26.(4} 

54± 7(6) 

30+ 5(4) 

Hypothalamus 

484±30(7) 

355+39(15) 

68S ±86(15) 

244 +27(4} 

51+ 8(6) 

24+ 5(4) 

Hypophysis 

952+106(6) 

670±91(4) 

76+J)(6) 

45+ 8(4) 

Adrenal cortex 

C85±140(4) 

526±78(9) 

11 

961 ±82(9) 

0 

322 ±57(13) 

254 ±47(3) 

92 fii 1(6) 

55+10(4) 

medulla 

1229±270(5) 

1 

679 ±134(8) 

42 

209 ±39(6) 

38 

320±50(3) 

176+20(6) 

82+ 7(4) 

Salivary gland 

145 ±21(3) 

133+40(7) 

40+13(5) 

Lung 

176 ±25(14) 

65 

136 ±43(4) 

38 iV C7) 

33+ 6(4) 

■Gastric mucosa 

382+110(5) 

7 

101±15(8) 

11 

115+28(3) 

102+27(7} 

36 

48+19(4) 

muscle 

114±20(5) 

1 

245±29(S) 

46^4(7) 

175+74(3) 

34+2(6) 

21± 5(3) 

Intestinal mucosa ! 

i 

146+13(7) 

9 

172+16(4) 

47+ 5(7) 

78 

28± 6(4) 

muscle j 

166±14(5D 

4 

105± 5(6) 

15 


40± 5(7) 

60 

26± 8(4) 

Kidney 

429 ±50(8) 

10 

165±I4(7) 

24 

387±35(14) 

8 

163+14(14) 

34 

389+48(4) 

103 ±14(7) 

91 

57± 5(4) 

Heart 

135+15(3) 

27± 3(7) 

99 

15+ 5(5) 

Spleen 

589±67(6) 

1 

502+49(15) 

453+49(4) 

140^19(7) 

90 ±27(5) 

Pancreas 

270±19(7) 

36± 8(7) 

40 

260±28(15) 

6 

41± 4(15) 
26 

189+20(4) . 

83± 8(7) 

- • 37 

37+ 8(5) 

Skeletal muscle 

47+ 5(4) 

31+ 3(7) 

74 

20± 4(5) 

■Great omentum 

26± 8(8) 

24 

7+ 2(5) 

85 

169+17(13) 

42 

30± 7(14) 

26+ 5(4) 

12+ 3(7) 

6+ 1(5) 

Fatty tissue 

12+*2(7) 


10+ 2(6) 

102 

6+ 2(4) 

Liver 

77 + 9(14) 

ioo 

66+12(4) 

46+ 6(7) 

205 

26+ 6(5) 

Serum 

125+51(8) 

24 

70± 4(14) 
31 

57± 7(3) 

14+1(7) 

173 

8+ 1(3) 


a : Upper value represents mean value and its standard error of *H-nicotine (ng/g wet tissue). 
Parenthesis show number of experiments. 

b : Lower value indicates ratio (%) of difference between 'H-radioactivity and ! H-nicotine to 


a H-nicotine. 
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BlStiK, AJIaKftKX-ii S.iftN- &TU. lO“«KLftW, »£Wfi«£fc-» 
fc U«©j£TSE»^iaii^'J'3<a:!), 20“ 60“ ®8cjr^-c44feOfi«i OifiSt'fi&fiiSFtfc:. iit/Ot* 
itaafc 3~i0“, io~30 m , 30-60“ ©*sw»-e. ffiTHEi5<i'S<a:acia*3a'!»5*xh.fc* 1 . 
*»s, ^TIBSS-eit 5—10“ 30“ fit-e ioong/g ^jja s^UfttiSlSHSK, ». 

R1&®, H, gOftSft'W&ofc. ft:** 30“ 

Nicotine B5KT3 *H-radioactivity WIBJi £%Ki(JJpL, 30® 

ibbzt, i< {=, 8 f, Jtiff, JS5, ?#, BUB, tc. 

2. s H-Nicotme Ufcg/kg PHtWa#* s©fi«#*|J 

4S>-*=« l nicotine 10f(g/kg %, SflSBN xoUifisW’ 

&^kyc«©^*#T%Table2 -f * (il05R»fti-J3-f < St 0, 

^o^^ttfeo'Keso^Eiaa’t^rro^'cioft;. 

! H-Nicotine &4- 5® »-«i, HBBtH, TH, TSft, ACTc^ll, », 

Nicotine tXt \-<0 *H-radioactivity }£ 100/eg/fcg <D>&-fr Bf, TO, JttSf, <Cji-8Ss6fc.ft.fc. 

io»^utt, ®m n. mm. mmkn, p*tio*p© nicotine &mi>>m^tc. am », ®© 

*S«3sit7@»©*®W: 5 m i0 10“ Nicotine ‘Il-radioactivity (iff 

• Sfi • < Igfefcft, i<i-FFtri3; ‘H-nicotine © radioactivity 4- r.L“l-n fc. 

39“ ft-Cit, gigs*, », fc. 

*H-Nicotine l H-radioactivity £<fcffF, Jflti#, &TK1&, ®^RS. 

StK, ffi, <5-Ci± 'Il-nicotine © radioactivity fcj-jslt), 8f"et£2 fc. 4 i 'Kfl>®6© ; S-SE&i*. 

Jfct&9i£l<' 5 E-radioactivity trasLfc. 


1 


ATJBJ&, J&rif© l H-nicotine 

lO.ug/kg nicotine ££-^4 3t lOO^ig/kg ®&■£,"i itfcoft 5 £, #ffi.8s© nicotine ®8E© 

itif?di. m.tzWk&%, 1/5 i'fc 1/20 ©HflfcA5. 5“ -m+SSfEi*, Biff, isffil, -Cfc jStiSii 1/13 

#«®, nvtiim. J-M, mt i/s Ui-ea^fc. 10 “ ^smiti/SSrjKLfc. so® is 

titi 1 .'10 ttfe-aA:. Nicotine tift© ‘H-radioactivity © 'H-nicotine it 

SiHSjtfc lOOfig/'kg o##J: 0 ^Wit^Lfc- 

31 fiSKMlefelffclfittfi-ft 

Nicotine pentobarbital 30“ $£©-f 3t r_ “H-nicotine 

lOtyg kg *mf£Wz-y-V, 5“ £ 30“ fc. »fc««53: Table 3 i-jjt-?-. (ft 

3M 3*fc nicotine lOOpg/kg a-^Lfc»ft ( fc. 

_a-^5“«oB®>f Kiass»>fst©sjife9‘#feffc|ji-f2,i, ff&'i' isb 1 , &, 

it;#© nicotine j#fl£|t80e>i*C^#»'f * X 9 te. 36t-fff, », SO« JtTOTMWT? 

\tftffig?A 0 X <DT}1f>fat>^ tc. fc. 

30” BtSJ, 

m T^z/Vibofej*** 

1. 3 H-N-icotine 100/tg/kg 

7 ii ^UNt}” q-I-nicotine 100/ig/kg fitKt( f 3}S#Uft:Sf©g^S-^f& Table 4 
100/rg/kg ©&-§--}r.-c, Cf!51Siflj!ii^fe,*t5©^t?^e> fc. 

a) &J}. 5“ 

(f. Taft, ^t© 5 

kt 1163ng/g, 310ng,'g BS p (O-l^g/g) 3 m. £ 

mt mt mm, w, m«<a<, -c>, -t ®w. 



> 
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! VfttfLfc. «£^f: 



«t:©eaE4rt'ri® 

’j£KS»- 3 fc. 


«ifOo»fec 
■Tf* ; IE , «''C-ft: < ?£ 0 , 

ii£©:5Mi5%-7ft Lft. 
-bbftfc- 

B, 55© 

1 -radioactivity (iff 


sra, af®g. 


•Jj© nicotine iSig© 
Z, <t>, .ifeWftt M3 
'3t>TMfc. 30“ fit 
licotiue 


Ti-i" s H-nicotine 
Table 3 ;r.fji-f-. Jfji 
Tffc-3 fc. 

<£-3i!fc SW, ,0. 


fc. 


. SMS&WiM'-eH: 


. -tosfcBWffitff 

^toS, 36 , i 
FTi ;£'£%>-}-fz. 85, 

&<, *, #m 


Tabic 2. Tissue distribution of "H-nicotine and the other ‘H-radioactivity after intravenous 
,. injection of 100 ;ig/kg ‘H-nicotine in unanesthetized dogs. 


XT^r-- —rTTTTTr 

1 


Time after injection 




5“ 


10 “ 


30“ 


fgray 

Cerebrum J 

31± 2(7)“ 
41 * 

0.62c 

24± 4(3) 

0 

0,66 

8 ± 1 ( 6 ) 

37 

1.19 

(.white 

10± 1(7) 

8 

12± 1(5) 

0.55 

8±0.1(3) 

0 

8 ± 1(3) 

0.44 

5± 0.4(6) 
50 

4±0.3(5) 
43 

4± 0.3(6) 
60 

4±0.3(6) 

40 

6±0.3(6) 

52 

7±0.4(6) 

42 

0.95 

Spinal cord 

0.67 

0.56 

0.89 

Medulla 

U± 1(5) 

0.52 

10± 1(3) 

0 

10± 1(3) 

0.52 

1.04 

Pons 

15± 1(5) 

0.62 

0,52 

0.99 

Cerebellum 

24± 2(5) 

0 

29± 6(7) 

0 

0.64 

16±2 g <3) 

0.60 

1.06 

Thalamus 

0,75 

18 ± 2(3) 

0 

0.64 

1.21 

Hypothalamus 

2l± 2(5) 

0.60 

W+ K3) 

0.55 

6.+.0.4(6) 

54 

9± 1 ( 6 ) 
129 

8 ± 1(3) 
180 

134; 3(3) 

137 

27± 5(5) 

77 

4±0.3(6) 

186 

15±10(3) 

53 

1.08 

Hypophysis 

33± 7(7) 

0.49 

22± 4(3) 

26 i 2(3) 

15 

41± 4(3) 

13 

50± 5(3) 

0.32 

1.16 

Adrenal cortex 

35± 3(7) 

17 

63i 9(7) 

0.66 

1.04 

0.90 

medulla 

0.69 

1 . 2 S 

0.75 

Salivary gland 

23± 5(6) 

0.71 

3.43 

2.02 

Lung 

18± 2(5) 

1.00 

10;h 2(3) 

61 

39± 9(3) 

0 

0.70 

1.09 

Gastric mucosa 

12± 2(6) 

16 

1.21 

3.39 

1.50 

muscle 

7 ±i l(7) 

1.49 

s± 1(3) 

7 

0,45 

4dt 1(3) 

84 

1.28 

Intestinal mucosa 

17 ±i |(7) 

1.14 

1G± 2(3) 

0 


5±0.4(3) 

93 

1.00 

muscle 

13± 2(7) 

1.24 

15 ± 4(3) 

5 


6 ± 2(3) 

81 

1.38 

Kidney 

41± 5(7) 

1.06 

48±10(3) 

0 

1.22 

U± 2 ( 6 ) 
102 

1,03 

Heart 

12t 1(5) 

26 

0.71 

8 ± 1(3) 

15 

0.59 

3±0.4(6) 
153 

1.22 

Spleen 

47± 4(5) 

0 

0.95 

31± 3(3) 

0.69 

12 ± 2 ( 6 ) 

33 

0,87 

Pancreas 

30± 5(5) 

5 

1.16 

33 i 6(3) 

0 

1.73 

7± 1(5) 

81 

0.84 

Skeletal muscle 

«± 1(7) 

0 

1.34 

6 ± 1(3) 

9 

1.27 

3±0,3(6) 

94 

1.06 

Great omentum 

4±0.4(7) 

12 

1.32 

3±0.4(3) 

0 

1.02 

2 ± 1 ( 6 ) 

47 

1.75 

Fatty tissue 

4± 1(7) 

42 

3.08 

3± 1(3) 

. 14 


1 ±0.2(3) 
192 

0,80 

Liver 

10± 1(7) 
105 

1.31 

9± 2(3) 
135 

1.34 

4± 1 ( 6 ) 
270 

0.80 

Serum 

5± 1(7) 

64 

0.73 

3 ±0.2(3) 
55 

0.53 

2 ± 0 . 2 ( 6 ) 
349 

1.21 


a : Upper value represents mean, value and its standard error of ‘H-nicotine (ng/g wet tissue). 
Parenthesis show number of experiments. 

b : Lower value indicates ratio (%) of difference between *H-radioactivity and ‘H-nicotine to 
■H-nicotine. 

c : Satio of "H-nicotine levci in IG/ig/kg multiplied by 10 to lOOfig/kg.' 
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Table 3. Cbmparisou of ’H-nicotine distribution in pentobarbital-anesthetized and unanesthotized 
dogs after intravenous injection of lOOpg/lfg of the drug. 


% 

$ 

i 

i 


Tissue 

‘ - • - 


Time after injection 


'" "7. 

5 nt 



30“ 



_ _ f Z™Y 

Cerebrum -j 

282± 17(7)“ 

0.50* 

0 . 01 <= 

87±11(4) 

1.24 


( white 

139± 6(7) 

Q. 77 

0.05 

53+ 8(4) 

1.08 


Spinal cord 

130+10(4) 

0.76 

n,s. 

42± 1(3) 

0.86 


Medulla 

151+19(4) 

0.58 

0.05 

42+ 3(4) 

1.05 


Pons 

150±13(4) 

0.64 

0.05 

30± 7(4) 

1.25 


Cerebellum 

214+25(4) 

0.57 

0.02 

53+ 5(3) 

1.00 

£;..V. 

Thalamus 

233+12(7) 

0.60 

0.01 

58+ 4(4) 

1.07 

■1 - 

Hypothalamus 

208+20(4) 

0.59 

0.05 

64 + 7(4) 

1.06 


Hypophysis 

303±31(6) 

0.44 

0.01 

98±18(4) 

1.29 

■ * 

Adrenal cortex 

297+36(7) 

0.57 

0.05 

91 ±16(4) 

0.99 

V' ■■ 

medulla 

559±82(7) 

0.61 

0.01 

172 ±31(3) 

0,98 


Salivary grand 

287 £40(5) 

0.89 

n.s. 

292 ±134(3) 

2.20 

•4 ” ' 

Lung 

180 ±46(4) 

1.02 

n.s. 

43± 6(4) 

1.13 


Gastric mucosa 

237±34(5) 

2.35 

0.05 

239±100(4) 

2.34 


muscle 

77±14(7) 

1.67 

n.s. 

41± 7(4) 

1.21 


Intestinal mucosa 

188+14(7) 

1.29 

n.s. 

42± 1(3) 

0.89 

ft* : ‘.' " 

muscle 

148± 9(7) 

1.41 

0.01 

43+ 5(3) 

1.08 


Kidney 

377±42(7) 

0.97 

n.s. 

137±27(4) 

1.33 


Heart 

102±20(4) 

0.63 

0.05 

30± 2(4) 

1.11 

•; - ... 

Spleen 

500±104(4) 

1.00 

n.s. 

243±36(4) 

1.74* 


Pancreas 

337± 8(4) 

1,30 

0,01 

86±10(3) 

1.04 


Skeletal muscle 

32± 5(7) 

0.78 

n.s. 

34± 3(4) 

1.10 

it; ;• 

Great omentum 

42± 6(7) 

1.40 

n.a. 

14+ 2(4) 

1.17 

.; 1 ■ 

Fatty tissue 

22± 4(7) 

1.83 

0.05 

12+ 4(3) 

1.20 


Liver 

124±10<5) 

1.61 

0.01 

S3± 4(5) 

1.15 

: 

Serum 

52+ 5(7) 

0.74 

0.01 

16±. 3(4) 

1.14 



a : Value represents mean value and its standard error of a H-nicotine (ng/g wet tissue). 

^Parenthesis show number of experiments. .. 

b : Ratio of *H-mcotine value in anesthetized dog to unanesthetized dog. T; 

c : Probability of difference from mean value of unanesthetized dog, i" 

* ; P<Q.Q5 

±m, &T0&K, jar#, JffiiS&niS-C, 30'-“80ng/g -ffi&ofc. 

Nicotine &#■© 'H-radioactivity (ifff, [fiinf XjSihfjf'i, Ff-TTl-^'T-i- ‘H-nicotine ©5 j£® radioact¬ 
ivity X : 

b) 30“ 

30“ lifttTSj'SFStM (429ng/g), % (301ng/g) iW,<, Iff-, p. tttiSJKeS, . f/ 

SNfclfc. ffe*»iSia>o*:. i£TJiS8£, W, Cft 20ng/g) j,y-' 

5“ iti 30“ 1/2 tc. L 

Nicotine *H-radioactivity irT'T'C n&M~CMWjbfrp:, t iJli'ifX'ii *H-nicotine J; ij 4 

-trL &,$-<£> ! H-radioactivity r£i--x£i^ fc. J H-nicotine fcifctscL-'C *H-radioao Vv 


B 
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Parol 




PM3006723395 


Source: https://www.industrydocuments.ucsf.edu/docs/sjbj0001 



















•H-Kicotine 


35 


and unancsthetized 


Table 4. Tissue distribution of 3 H*nicotme and the other 3 H-radioactivity after intravenous 
injection of lOO^tg/kg a H-ruco£me in unanesthetizud monkey. 


(4) 

1.24 

(4) 

1.08 

(3) 

0.86 

(4) 

1.05 

(-1) 

1.25 

<3) 

1.00 

(4) 

1.07 

(4) 

1.06 

•(4) 

1.29 

<4) 

0.99 

(3) 

0.98 

4(3) 

2.20 

,(4) 

1.13 

0(4) 

2.34 

(4) 

1,21 

(3) 

0.89 

<3) 

1.08 

■(4) 

1.33 

<(4) 

1.11 

<4) 

1.74* 

1(3) 

1.04 

!(4) 

1.10 

t(4) 

1.17 

t(3) 

1.20 

;(5) 

1.15 

■<4) 

1.14 

'g wet 

tissue). 


>tine <0 5 radioact- 


^'Lfc. 

j"Cfi ’H-nicotine i f 4 
• Xlfc&XX *H-radioac- 


Tissue 


Cerebrum 


gray 

white 

Spinal cord 

medulla 

Pons 

Cerebellum 
Thalamus 
Hypothalamus 
Hypophysis 
Adrenal cortex 

medulla 
Salivary gland 
Lung 

Gastric mucosa 
muscle 

Intestinal mucosa 
muscle 

Kidney 
Heart 
Spleen 
Pancreas 
Skeletal muscle 
Great omentum 
Fatty tissue 

Liver 

Serum 


time after injection 


30= 


310 ±28(7)® 
3» 

101 ±13(7) 

114 ±11(7) 

143 ±14(7) 

2 

141 ±14(7) 

9 

221 ±23(7) 

6 

218±21(7) 

182 ±15(7) 

3 

342±69(7) 

7 

556±140(4) 

1163±137(4) 

10 

156 ±20(7) 

245±48(7) 

12 

159±17(4) 

10 

60± 6(4) 
19 

199±13(4) 

13S±23(4) 

18 

5SO±59(7) 

1 

84± 6(7) 
23 

300±31(7) 

247 ±38(7) 

2 

80±11(7) 

2 

35 ± 6(7) 

0 

38± 8(4) 

3 

37± 4(7) 
480 

56± 5(7) 
50 


151 ±18(3) 
43 

70±11(3) 

43 

77± 6(3) 

80±10(3) 

63 

78± 7(3) 
56 

113±U(3) 

46 

97± 9(3) 
55 

89± 9(3) 
50 

1I9±14(3) 

36 

209±20(3) 

46 

429±21(3) 

28 

148±28(3) 

45 

133± 3(3) 
60 

89±23(3) 

45 

42± 5(3) 
113 

175± 9(3) 
40 

88 ± 9(3) 
63 

301±55(3> 

28 

47± 6(3) 
118 

185±15(3) 

35 

187+10(3) 

74± 9 8(3) 

66 

27± 2(3) 
77 

24± 2(3) 
116 

22± 3(3) 
772 

23± 4(3) 
276 


a : tipper value represents mean value and its standard error of ‘H-nicotine (ng/g wet tissue). 
Parenthesis show number of experiments. 

b : Lower value indicates ratio {%) of difference between ‘H-radioactivity and ‘H-nicotine. 
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tlvilry 

2. ‘K-Nicotine 500/ig/kg & 

*ll-Nlcotine 5GO /( g/kg |S?jlje f 1 ]{£*■& © -J-A-« SHft ir lb £: Table 5 I'wc'f. 500,,g/kg Wj-Vll. &&<%$> 

bT'%, ®','W 5 s, @35, mv.tiWibbfr, & io» *fc 

fc. 

■ Table 6 Tissue distribution of ’H-nicotine and the other a H-radioactivi ty after intravenous 
Injection of 500;®/k* “H-nicotine in unanesthetized monkey. 


Tissue 

5 m after injection 

Tissue 

S 3 * after injection 


(gray 

Cerebrum 

1572±394(3) iI 

0» 

1.01« 

Gastric mucosa 

590 ±137(3) 

13 

0.74 

iwhite 

609*98(3) 

0 

1.21 

muscle 

316±49(3) 

18 

1.0a 

Spinal cord 

596+102(3) 

1.05 

Intestinal mucosa 

774*217(3) 

0.75 

Medulla 

720*24(3) 

12 

1.01 

muscle 

469*116(3) 

11 

0.74 

Pons 

798*86(3) 

1.13 

Kidney 

3380*878(3) 

1.23 

Cerebellum 

lC65d;323C3> 

15 

0.95 

Heart 

530 ±32(3) 

14 

1,26 

Thalamus 

1123*214(3) 

1.03 

Spleen 

1130*260(3) 

0.75 

Hypothalamus 

1082*204(3) 

1.19 

Pancreas 

1399*73(3) 

1.13 

Hypophysis 

3590*1037(3) 

8 

3013±193(3) 

2.07 

Skeletal muscle 

346*56(3) 

0.86 

Adrenal cortex 

1.23 

Great omentum 

293*86(3) 

0 

227*23(3) 

1.70 

Medulla 

6824*379(3) 

0.95 

Fatty tissue 

1.18 

Salivary grand \ 

1465 * 727(3) 

0 

1.88 

Liver 

133*26(3) 

458 

0.73 

Lung 

2116*642(3) 

0 

1.73 

Serum 

329*32(3) 

32 

1.17 


a : Upper value represents mean value and its standard error of ‘H-nicotice (ttg/g wet tissue). 
Parenthesis show cumber of experiments. 

b ; Lower value indicates ratio (%) of difference between 3 H-radIoactivity and 3 K-nicotme to 
‘H-nicotine. 

c : Ratio of the ’K-nicottoe level in 500ug/kg divided by 5. 

- 100^g/kg BJW6IK C5800ng/g) ■ov.-CTS#, ff, 

sfi, xMK&n a5oo,ig,Ttg). ±izxm. sf, m. 

100pg/feg B'JR, CFffiffc&l&O K fg-oH* 

SU Iffls. 3 — 9 fE«Dfii£st Lfc. 98, Sell, SFft if: 13-5gr_ fci' iofc. 

Nicotine *H-iadioactivity iiSff-eii 3 H-nicotine <o$t 5 (if, tSI?? T 1 aJ 1/3 S.AfeHfc. 

rv 7 .<om»?r?z<Dit%! 

T A Y-f/v t -i 7-0 100j<e/kg ‘H-nicotine jg-b. 5 m 30”- f&O&MlfrlB'fctt&'LX Fig 1 Kijcf. 

5“ f~. »H-mcotine ■*££(£ 

-Lb -Fit-Fn -i 7 <052%, 6Q%X& 

5. ■rA-vmimt'f ze>mo%X, Sa/Jiyji-ofc. 

—£*>$,&<. uo-iso z-fz-r/i-vft&jfi. 
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Tig 


er intravenous 


{ter injection 


10+137(3) 

0.74 

13 

16±49(3) 

18 

74±217(3) 

69± 116(3) 
11 

S0±878(3) 

1 

30432(3) 

14 

30 ±260(3) 
q 

1.05 

0.75 

0.74 

,1.23 

1.26 

0.75 

99 ±78(3) 

1.13 

16456(3) 

0,86 

293±86(3) 

0 

:97 ±23(3) 
q 

1.70 

1.18 

33±26(3) 

0.73 

458 

129±32(3) 

32 

1.17 


Cng.'g wet tissue). 


and ^H-nicotine to 


h. -Qt'-cTSf^. W, 
c±SH, *Tm Iff, Ji 


CoftCi of 3 H-aicoT[N£ (fte/o wer tissue) Co NC , of 3 H-nicotine 

200 £|00 600 1000 1200 200 TO 



30 minutes after intravenous injection of 100 /ig/kg “K-mcotine. 
* i o K <. ■wMttt-i *<dM 2 oo%, tc. 


Slf 30™ ft-ttii. “H-nicotine ti 5 ii?5<ft;ofc. -±*-©4:1® 

w.&mt'i %comw%-e. ■tofifco®fi:’fc2i3~i57%©iisat?S6-=fc, awes, 4 ©##;«<, ^ 

*®8S230%-e&t>:fc. 3f-^cO"C>, Wt-f Sfc, »®ail, !$, ‘ff, HO 

* oS)370~220%-n^^ fc. @8*®. pf, fc. ffBUJ-A'©# 

*t[S<, -f *©j£j50%-e*-3:fc. 

* ue 


tCffcfllLXft 5 Eofia^r 
i’ 4 o ft. 

'3 SgfeOKfc. 

i.tj&L'C Fig 1 ICgc? - . 
!^<D *H-nicotine jUfcl 
ivi-, ttSHSeteamW* 
-*t-f *052%, 60%X* 

7t. 

*-©#&», STSiSSil-Y 


4 ®M®SJifc 26 ««K:atflt 5 nicotine OjaSia-^Offi«*‘ibr*VtF/o 3 siO:-f 5 tK:isV'Ti»JRfiKa 
nicotine }*, ®®Xjait,Hrtin± 4 'O#« 0 Ki=.|K<S-^SHSc: k&ffiB-Sixte. Mb'-fc 3 ~ 5 ™ t±, 
nicotine o 3 gstfr®o 51 >, »«W<!?*a+as coKtHKi; 

feJtD'HIW-C-ftSfa^SL.fc-riii. c*t.k© 8 L»iai nicotiue i 

V>. llansson b u,, <t M C-nicotine itS^-Lfc-e tt Xt> autoradiography {r.feO'TT, - 1=11 *) H 5 WSSI?, f&iTltl 
nicotine "C-radioactivity i *•«©(,- 0 ,'£>. •mWKRWti %K.*JKK 

fiSCR<, aJTCi&S'ofc. Nicotine 1 0 £it -1 2 >©X£. 

£5. *fc, i<'jft&SrjSUfcr 4»i£0 

5 . Whitby = *H-narepi:iephrme SMT®fftat; 4 li 3 KF^ 3 I)£it^Sd 0 gi 3 t''£ 

■i:i'*S-L-XV' 5 . Nicotine 
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& m 8c m 


<’tabhx*!>), -toSSim nicotine ©tB^T®--^ 
< ‘»£ J. •%[aS®r«i-4ra!iS;S'ii!H--Ci-'fcfRR(t, £©£££89*01 
»4oi4»iit'. vfr-L, Mrgm-ft&mwwLfc&m<om£mm&(titd+frt!t.wL®*<<'. m 
lasfi&BV'ioii;, 'P'i vt* its* btii,. 

<. IfilKi'i:a!iSrao$i@:iiE^d*£35-^6it ] ”, nicotine coft-fr 

44 ! SWI5?p ! ©3i®^®^'i'K<*:0, * fc&areffiT-fS lyXilbh 5. IffiS/diKt'© 14 nicotine 
©tfcfc4'0£ £?£x 5 $,<0 k%x.bHZ. 

d y. r-wrz&NfcmziL-A 6 1 , ftHraK&K, S3MH-CiiSSft'«'^*^L.fc^, ffiSW, HffiM, W 
4?ii«K(rF^S4^-t?, RltffeftA. «*», W*£& 

4 4 tz nicotine oSHftS&'gi L -X k X%> &. Yamamoto b^ 14 “C-nicotine 4rffiU$ftKd ot 

^4XioSTKt "C-radioactivity fiVjft£-3t'"tt?i$V'£ £&, *fc> Hanssonb u:i {i “C-nicotine S,-¥''"/ 
autoradiography ^®$88!£|!31$i£l'£ SSTlSfi4 nicotine fltffi^cfwNiSiig4 

5i«»-'?5K-t?S®:Sit4=.i:75;S»£.jt,-a,'S , “ *%oiS M. (pH7.4) ti-hWft (pH 1) pKa ® 

t^mr-L-™. nicotine pKa *rl-'C 

tf'ij'yMX SiSf*t£j$frL, 'tC.-Mtvlifts. jtnderssoa lb ,,, (4 “C-nicotine ig-^Xd a? 4 -X ?0 
WiS^n nicotine j&5#sj!r$£i,$£ k'fc’feMVXl'Z). Nicotine (4 histamine ®ilifV^4r4'fe st,53) . ifci&iSW 
Sffitt*© histamine 4*2,CtAtfgibfeHTV-*. Histamine 

/fF 3 £ #££•£;&£ nicotine ©J?*S&&;fr-r4 

r * y*»vLjs \,'%%, S“> wtmeb&'&i}*, z aw t < fc&m t < ^asKas*;® 

t'-eat>rifctt, «j@is3©$S4t&*'f?* £ (stira u -c& * £ £ £*}4, 30“■tfii«®s‘fir 
fcK^SESo 30««[a4Jtl2W*i.'J:taSflcBS^5. £friMi£:fc5t;&W&l!2“ 3 © 
Hd L 4fcS^tftc-£.?>5. iztc, 5“ m* 30™ ffli&fe-ffci. d * t*i± 1/4-1/10 CfiTUM 
!iS0ff. T*g#*5fct 1/2 UfioW-m-C*-* fc. 

Nicotine ftStfftmOiE< 4& i) M> . ’H-Nicotine ^gtf-Sftitd s' 

O®, n-butanol ftU5@ 5 5? N/2 Tvt-7j! : $&%*-+frT■ n-butanol=l: 1: 4 ©JgTOj 

**— f »■* ~C-#iftLA:£ ££>, nicotine £-£r©±fti8tftJ cotinine © Ef £— ^ScPi, 

IffilWci 2-4 -'©SISfeic radioactivity <oM-?i>M,ibbKfr. -fc£t:-—I5ftl8ft©'fFfc%rftl2>£ 1'5 8 
© 1 ? n-butanol in i ijlltiii&K-S'-fc. 

fff-Cft 3—5“ -Cttfr nicotine fcl./f® »H-radioactivity in®, ©kit. ft$}#7© ttlT: **>S*ftfc. 4bt 
-tf-^X-itd ? 4 9 V8Wt-#;i*a fc. 4tU4-V-^©ffFi- ilr^L-Xt'S ©s&»%»*.jfc 

t'. ■TA'IDWO nicotine gfSfcg&ii d 4 4 0 SJ&Sd- C isBg* %H-a'4 !T> . 4/4®i44 fcfi'C 
*H-radioactivity £tfga6<b®it. Sj)ih‘l?t'a;itb nicotine 4o !r> t: tit4 & W# 

£ 4 30“ i^r-it nicotine let 4fc/jt- 'H-radioactivily iitISfte>4L“Ct' it 

is JlHitfPilSJtS4tfcftaiSjn>Jik«%^LrW0 ! ««i-^3Hfc%C£©fc^a. Cotinine (nicotine ft 

vmtHtfrmi, Bowman y t! ia4i *H-cotlnine 
gif/N?A4iXiO autoradiography KJstvtKKlffi^, SfSUS'&KtSS<, 

ZCkti'M /s t,' “C4 ® !4 is it 2, nicotine tl^fo ‘H-radioactivity 

Pentobarbital ##d a t?*i nicotine OlfiS^jftSHi^SOSId st !r.;t?Sl-"C®»X'3 <, 
^)S«t^S*64t5A5, COSf>ftig»g^, nicotine 

«>,fc:i(i, K«1 s Barbiturate ©Wfi£ffij«lgtMg ,1 >, 4^SKlUiiSa®(ET^P^SrfeJt. 

X4sb, *fc^EWJ“ 3 ei:;& pHo3Cffcr$^<5‘jE^©S»fti‘4^A.fe#t. i 

tohitviii, cog tttiffflKoia^rffiiihs V'<-o^ 
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licotine ©ftCf-TtSS —Si ,, 

*5U*. 

m 

-cm Tj s..,. 

E>it m , nicotine ©H-g- : ij 

>Oli nicotine 

t\ !SS», Bjm « 
fc5A,, Stfflfc, 

£ ''C-nicotine ^z l j- V 

cotine 

1) pKa ffi 

jtfcKhit-ct'i. -tc-c .■'. 

o f +X 4 © 

Sr 4 •&»» ttaStifcB 
BJ&K59fctt»d00l!£ft' 

A^itS. * 

^i<K*ffiRe.R<WK 

tin, 30” TSt«®SB , er 
i£«E3sit4W®& M ’0 
0 i-f£TLfa3», u-rt'TJ 

cotine SrS-^S^fc-f x 
anol—l : 1 : 4 OSH^J \ 

inine to Rf i;—? 
feoTfiT-i-felcjAV'S 3 V 

e v 

-it L-"Ct ■£ 4Shh.it j- 

’. i rc Sifii." 4 
i4i^A.S>*t4. Fo® 
ivity inJgl&lbiVtlC'a 5 

. Cotinine (nicotine fij * 

i w C i 4 i a H-cotinine * 

vity HffiofiiiStJt'tK I 

jfc**ffl{ET*>i9S&ifcit. I 

Witt'. f£')s, I 


pentobarbital „ hTl-ii #&$[%£ 9 4, flt+aaolSTii^^'-eSaft+^O^ 

*A5ffiiiS*l4 w C:iillS*ftStiTV'5. -m ffF&JsH-* nicotine mLitMm XV'MWim'C Uli 

< *1 -9-oPOte#*** *H-nicotine -SK^fMi.ULX, 4Ttt H S*t40it, @W*1J© 9 b«W 
OffifeJttC/Ht-f 1/2 t-JoClt’Sc. -tf-A-o nicotine fc$H"$3S$f£l£'f * © 1/5—1/10 TJ 

*5£:£l8VX «, mitt<0 nicotine i'Sf-fS E^fe© jg*tta»&|R«3;HTh'4 T> . <!”» 

ifc. nicotine 5.H 

!W ; ®, «oh, W{£iA, *ia/f f44’ffitt ai> i#A.ibiv, -m0 J 9-A-mc.;h&>®&lAai 
^ -C^jttWasfiKlSitSfl-^Oliai nicotine SSgffiogSr4 fc bi" —htt?*4 

£fc, catecholamine S&JSWSti-^tf.ib, nicotine ,£ tii. nicotine ©fc!® 

catecholamine iajgfisffi£ SI.® U"C£E S -j'-'-t ? f.fc 4, 

-ft®, nicotine Ki DMWaS**&ai»3JiS catecholamine 2ft* fc nicotine ©SSafWS. tfSA-ifBWS 

ofc. ifc, -th/t-'NO nicotine 500^/kg lC-^4 £ * © 100/<g/kg ©&-W© 

®SEI 04iS<&^7t. L2»U nicotine K^a^ttiMsKL-C-f &o 

~c, ^<osf-<o nicotine s^aw** 

9Rb>oit, SifSE^iSi^ P4«®BTo nicotine i-1;41ot:*45. -Svt©##8lilB 

SSiaiio nicotine if®*W ? £ 5St>n Z:(13;a-t-t'C,fc4. Sliteoftii-iSafl'teiiSfeitPJiSteaS 
OSS#}i/nil;!)SE<, MA.IS -tf^'tii£#fe^(£#:a:043%tc t i» o M) . «£•» tC.<D*>5lgH> nicotine 

t.5. 

30” ^o^yvio nicotine HaagfiSeiilfF, %Ofl£2, 3 ©aSS^Stt'-C, ^ * £ 9*&2(SKt'(ia4tSl-fc. 
nicotine ft;Jin r ifc!: n: '4'1 01 - 4 ^"(SK)-a^S£T nW * £ 0 4*^'£ 

fcV'*;, S& < nicotine 7. £ p 


jg ffi 

■H-Nicotine %■ l00«g/kg t,r-f T*>'if/ki=.* , ®Sl # 5a;ltb f 26®S6®^^J-“t)b«-C^ftbfc. 

1 . #Rrta^s^fcaa^^ttiea»-is<4Maj»-»-#t5£t, i< 

l-WSS (3~5^) K. nicotine i*t{|Sg$^-fc. 

2. w«i: 30” ISJg®, Wfc£OT5SiWicJtt5il»,«t..'tti:/itSfefc^, ilKib*'!? 

O nicotine d^ftit*t3j^35>-t-^-S 4 

3. if-/ki±< a £ 0 t4 , ffiWSJ^'tDfitfti^f£0 f iiil4 , '<iKa»(E<r‘t: t /f'igXjbfr, C«5t:ii£i^fficcmicotine 

4 . i rwfrmm, mmmowm-f ?£otonas+attfc*, «. Soffit 
®SS^O iSS-tna:® < % <0 i fit as it ft;, 

*3fe*o®^(iat370a4c*a^^25Sffi* C83, 45^4^, te«.) 
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NAKASHTMA, Toahikatsu. Department of Pharmacology, Nara Medical College. 
Tissue distribution of ‘Id-nicotine in rhesus monkeys and dogs. Folia pharmacol, japon. 68, 
29-41 (1972) Tables 5, Illus. 1. 

Distribution of J H-nicotine in 26 tissues of rhesus monkeys and dogs was studied 
following intravenous injection of 10, 100 and 500 jag/kg of the drug. 

(1) It was confirmed in both species that within 5 min. after injection the highest 
concentration of ‘H-nicotine was observed in target organs such as central nervous system 
and adrenal gland. (2) High concentration of “H-radioactivity 30 min. after injection 
was found in the kidney, salivary gland, stomach and intestinal mucosa. These results 
suggest that excretion of nicotine from these organs begins soon after injection. (3) 
Distribution of ‘H-nicotine in skeletal muscles and fatty tissues of monkeys was higher 
than those of dogs. This results in that distribution in central nervous system and 
serum of monkeys was lower than those of dogs. These differences may elucidate the 
factors of nicotine sensitivity among the species. 
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